Copyf r the Elected Office (EO/US) ^ 

TENT COOPERATION TREA. / 



PCT/JP99/02546 



From the INTERNATIONAL BUREAU 



PCT 

NOTIFICATION OF THE RECORDING 
OF A CHANGE 

(PCT Rule 92bis.1 and 
Administrative Instructions, Section 422) 


To: 

KUZUWA, Kiyoshi 

Patent Attorneys, Kuzuwa & Partners 

AO! Building 

Honshio-cho 19, 

Shinjuku-ku 

Tokyo 160-0003 

JAPON 


Date of mailing (day/month/year) 

02 November 2000 (02.1 1 .00) 


Applicant's or agent's file reference 
FP-331/PCT 


IMPORTANT NOTIFICATION 


International application Na 
PCT/JP99/02546 


International filing date (day/mo nth/year) 
17 May 1999(17.05.99) 



1. The following indications appeared on record concerning: 
I I the applicant |^ the inventor X the agent 



I I the common representative 



Name and Address 

KUZUWA, Kiyoshi 
Kuzuwa & Partner 
Patent Attorneys 
" Sogo Kojimachi Dai-ichi Building 
2, Kojimachi 3-chome, Chiyoda-ku 
Tokyo 102-0083 
Japan 


State of Nationality 


State of Residence 


Telephone No. 
03-3265-9649 


Facsimile No. 
03-3265-9641 


Teleprinter No. 


2. The International Bureau hereby notifies the applicant that the following change has been recorded concerning: 
1 1 the person | | the name | X[ the address [ | the nationality [ [ the residence 


Name and Address 
KUZUWA, Kiyoshi 

Patent Attorneys, Kuzuwa & Partners 
AO! Building 
: ^ Honshio-cho 19, 
Shinjuku-ku 
Tokyo 160-0003 
Japan 


State of Nationality 


State of Residence 


Telephone No. 


Facsimile No. 


Teleprinter No. 



3. Further observations, if necessary: 



4. A copy of this notification has been sent to: 
[ X[ the receiving Office 
I I the International Searching Authority 
I I the International Preliminary Examining Authority 



I I the designated Offices concerned 
I X| the elected Offices concerned 
I I other: 





The International Bureau of WlPO 
34, chemin des Colombettes 
121 1 Geneva 20, Switzerland 

Facsimile No.: (41-22) 740.14.35 


Authorized officer 

Masashi HONDA 

Telephone No.: (41-22) 338.83.38 



Form PCT/IB/306 (March 1994) 



003632342 
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PCT/JP99/02546 



TENT COOPERATION TRE; / 

From the INTERNATIONAL BUREAU 



PCT 

WOTIFICATIOW OF ELECTION 
(PCT Rule 61.2) 


To: 

Assistant Connnnlssionerfor Patents 
United States Patent and Trademark 
Office 
Box PCT 

ETATS-UNIS D'AMI=RIQUE 

in its capacity as elected Office 


Date of mailing (day/month/year) 
20 January 2000 (20.01 .00) 




Intomationai application No. 
PCT/JP99/02546 


Applicant's or agent's file reference 

FP-331/PCT ^ 


International filing date (day/month/year) 
17 May 1999(17.05.99) 


Priority date (day/month/year) 
19 May 1998(19.05.98) 


Applicant 

> - TANIDA, Norifumi et al 



1. The designated Office is hereby notified of its election made: 

I X I in the demand filed with the International Preliminary Examining Authority on: 

08 December 1999 (08.12.99) 



□ 



in a notice effecting later election filed with the International Bureau on: 



2. 7 The election ^, || X [ 

□ 



was not 



made before the expiration of 19 months from the priority date or, where Rule 32 applies, within the time limit under 
Rule 32.2(b). 



The International Bureau of WlPO 


Authorized officer 


34, chemin des Colombettes 


R. Forax 


1211 Geneva 20, Switzeriand 




Facsimile No.: (41-22) 740.14.35 


Telephone No.: (41-22) 338.83.38 



Form PCT/IB/331 (July 1 992) 3063602 
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Copy f r th Elected Office (EO/US) '~ 

i /'^TENT COOPERATION TREA i Y 



PCT/JP99/02546 



From the INTERNATIONAL BUREAU 



PCT 

NOTIFICATION OF THE RECORDING 
OF A CHANGE 

(PCT Rule 92bis.1 and 
Administrative Instructions, Section 422) 


To: 

KUZUWA, Kiyoshi 
Kuzuwa & Partner 
Patent Attorneys 

Sogo Kojimachi Dai-ichi Building 
2, Kojimachi 3-chome, Chiyoda-ku 
Tokvo 102-0083 
JAPON 


Date of mailing (day/month/year) 

05 May 2000 (05.05.00) 


Applicant's or agent's file reference 
FP-331/PCT 


IMPORTANT NOTIFICATION 


International application No. 
PCT/JP99/02546 


International filing date (day/month/year) 
17 May 1999(17.05.99) 



1. The following indications appeared on record concerning: 
1 X 1 the applicant [x\ the inventor | | the agent | | the common representative 


Name and Address' ^' 

TANIDA, Norifumi 
^ GOTO, Takeshi 
AOKI, Jun 

Hisamitsu Pharmaceutical Co., Inc. 

25-11, Kannondal 1-chome 

Tsukuba-shi 

Ibaraki 305-0856 

Japan 


State of Nationality 

JP.V 


State of Residence X; 

JP ; . 


Telephone No. 


Facsimile No. 


Teleprinter No. 


2. The International Bureau hereby notifies the applicant that the following change has been recorded concerning: 
I 1 the person | | the name X the address | | the nationality | | the residence 


Name and Address 

TANIDA, Norifumi 
GOTO, Takeshi 
AOKI, Jun 

Hisamitsu Pharmaceutical Co., Inc. 

Tsukuba Research Laboratories 

25-11, Kannondai 1-chome 

Tsukuba-shi 

tbaraki 305-0856 

Japan 


SUte of Nationality 
JP 


State of Residence 
JP 


Telephone No. 


Facsimile No. 


Teleprinter No. 


3. Further observations^ if necessary: 


4w A copy of this notification has been sent to: 
I X[ the receiving Office [[^ the designated Offices concerned 
[ 1 the International Searching Authority [x] the elected Offices concerned 
1 Xj the International Preliminary Examining Authority [ | other: 



The International Bureau of WlPO 


Authorized officer 


34, chemin des Coloffnl>ettes 


Sean Taylor 


121 1 Geneva 20, Switzerland 


Facsimile No.: (41-22) 740.14.35 


Telephone No.: (41-22) 338.83.38 



Form PCT/IB/306 (March 1 994) 003265390 
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PATENT COOPERATION TREATY 

PCT 

INTERNATIONAL PRELIMINARY EXAMINATION REPORT 

(PCT Article 36 and Rule 70) 



Applicant's or agent's file reference 
FP-331/PCT 


SeeNotificationofTransmittaloflntemational Preliminary 
FOR FURTHER ACTION Examination Report (Form PCT/IPEA/4 1 6) 


International application No. 

PCT/JP99/02546 


International filing date {day/month/year) 
17 May 1999(17.05.99) 


Priority date {day/month/year) 

19 May 1998(19.05.98) 



International Patent Classification (IPC) or national classification and IPC 
A61K 48/00, 47/30, 45/00, 35/76, 31/70, 9/20 



Applicant 



fflSAMITSU PHARMACEUTICAL CO., INC. 



This international preliminary examination report has been prepared by this International Preliminary Examining Authority 
and is transmitted to the applicant according to Article 36. 



2. This REPORT consists of a total of . 



. sheets, including this cover sheet. 



This report is also accompanied by ANNEXES, i.e., sheets of the description, claims and/or drawings which have 
been amended and are the basis for this report and/or sheets containing rectifications made before this Authority (see 
Rule 70.16 and Section 607 of the Administrative Instructions under the PCT). 



These annexes consist of a total of _ 



sheets. 



3. 



This report contains indications relating to the following items: 
Basis of the report 



I 


12SI 


II 


□ 


III 


□ 


IV 


□ 


V 


lEI 


VI 


□ 


VII 


□ 


VIII 


□ 



Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 



Date of submission of the demand 

08 December 1999 (08.12.99) 



Date of completion ^ 



Name and mailing address of the IPEA/JP 



Facsimile No. 



Authorized officer 



Telephone No. 



Form PCT/IPEA/409 (cover sheet) (July 1998) 
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INTERNATIONAL PRELIMINARY EXAMINATION REPORT 



International application No. 

PCT/JP99/02546 



I. Basis of the report 



1. With regard to the elements of the international application:* 
I I the international application as originally filed 

the description: 

pages 1-14 , as originally filed 

pages , filed with the demand 
pages , filed with the letter of 

the claims: 

pages , as originally filed 

pages , as amended (together with any statement under Article 19 

pages 1-18 , filed with the demand 

pages , filed with the letter of 

I I the drawings: 

pages , as originally filed 

pages , filed with the demand 

pages , filed with the letter of 

I I the sequence listing part of the description: 

pages , : , as originally filed 

pages , filed with the demand 

pages , filed with the letter of 



2. With regard to the language, all the elements marked above were available or furnished to this Authority in the language in which 
the international application was filed, unless otherwise indicated under this item. 

These elements were available or fiimished to this Authority in the following language which is: 

I I the language of a translation fiimished for the purposes of international search (under Rule 23. 1(b)). 
I I the language of publication of the international application (under Rule 48.3(b)). 

I I the language of the translation fiimished for the purposes of intemational preliminary examination (under Rule 55.2 and/ 
or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the intemational application, the intemational 
preliminary examination was carried out on the basis of the sequence listing: 

I I contained in the intemational application in written form, 

I I filed together with die intemational application in computer readable form. 

I I fiimished subsequently to this Authority in written form. 

I I furnished subsequently to this Authority in computer readable form. 

I I The statement that the subsequently fiimished written sequence listing does not go beyond the disclosure in the 
intemational application as filed has been fiimished. 

I I The statement that the information recorded in computer readable form is identical to the written sequence listing has 
been fiimished. 

4. I I The amendments have resulted in the cancellation of: 

I I the description, pages 

I I the claims, Nos. 

I I the drawings, sheets/fig 



I I This report has been established as if (some of) the amendments had not been made, since they have been considered to go 

* ' — ' beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)).** 

* Replacement sheets which have been furnished to the receiving Office in response to an invitation under Article 1 4 are referred to 
in this report as "originally filed" and are not annexed to this report since they do not contain amendments (Rule 70.16 
and 70. 17). 

** Any replacement sheet containing such amendments must be referred to under item 1 and annexed to this report. 



Form PCT/IPEA/409 (Box 1) (July 1998) 
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INTERNATIONAL PRELMINARy EXAMINATION IWEPORT 



International application No. 
PCT/JP 99/02546 



V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 



1 . Statement 

Novelty (N) 

Inventive step (IS) 
Industrial applicability (lA) 



Claims 
Claims 

Claims 
Claims 

Claims 
Claims 



1-18 



1-18 



1-18 



YES 
NO 
YES 
NO 

YES 
NO 



2. Citations and explanations 

Claims 1-16 

Document 1, Claim 1 and page 3, upper right column, 
and Document 2, abstract, claims, page 4, line 20 to page 
5 line 8 and page 33, lines 6-15, disclose oral 
preparations for the colon and other regions of the large 
intestine, whereby preparations containing genes in the 
form of a DNA or RNA segment, liposomes and virus vectors, 
etc., are coated as enteric soluble capsules or tablets, 
but differ from the invention as described in Claims 1 to 
18 in that they do not indicate specific form of coating 
and the inclusion of a binder and/or excipient, 
disintegrant and sugar as additives in the solid oral 
preparation . 

However, using a bilayer coating structure with an 
inner layer of a cationic polymer and an outer layer of an 
anionic polymer in an oral preparation in order to prevent 
the release of the active ingredient in the small 
intestine an cause release in the large intestine is known 
from Dociament 3, claims, page 1, lines 4-7, page 3, line 
10 to page 4, line 5 and examples, and therefore using a 
bilayer coating structure disclosed in Document 3 instead 
of the form of coating of the oral preparations described 
in Documents 1 and 2 would not require special inventive 
skill of a person skilled in the art. 



Form PCT/IPEA/409 (Box V) (January 1994) 
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INTERNATIONAJL PJEUELMINARY EXAMINATION REPORT 


International application No. 
PCT/JP 99/02546 


Document 3 also indicates the inclusion of binders 


and/or excipients, disintegrants and sugars as additives 


in a solid oral preparation, which is general practice 


within this 


technical field. 




Therefore, the invention as described in Claims 1-16 


does not 


involve an inventive step in the light of 


Documents 


1- 


3. 




Claims 17 


and 18 




It 


is 


known that gene-related preparation can employ 


various carriers and genes in various forms, as disclosed 


in the claims of Documents 4-13, and therefore making 


gene-related preparations using these is 


not especially 


difficult 


for a person skilled in the art. 


Therefore Claims 17 and 18 do not 


involve an 


inventive 


step in the light of Documents 


1-13. 


Document 


1: 


JP, 6-510665, A (US Government) 


Document 


2: 


WO, 98/11779, Al (Regents of the University 






of California) 




Document 


3: 


WO, 94/10983, Al (Hisamitsu 


Pharmaceutical 






Co., Inc.) 




Document 


4 : 


JP, 9-176038, A (Hisamitsu Pharmaceutical 






Co., Inc.) 




Document 


5: 


JP, 9-507387, A (Centre National de la 






Recherche Scienti f ique) 




Document 


6: 


JP, 8-507203, A (Innovir Laboratories, Inc.) 


Document 


7 : 


JP, 8-505872, A (University 


Research 






Corporation) 




Document 


8 : 


JP, 9-505084, A (Boehringer 


Mannheim GmbH) 


Document 


9: 


WO, 97/10334, A2 (Immusol, 


Inc . ) 


Document 


10 


: JP, 10-4973, A (Siomitomo Pharmaceuticals 






Co . , Ltd, ) 




Dociament 


11 


: WO, 98/12336, Al (DNAVEC Research) 


Document 


12 


; EP, 383526, Al (Hiiman Medical University) 



Fom PCT/IPEA/409 (BoxV) (January 1994) 



1 i 



m 



PCX 

REQUEST 



The undersigned requests that the present 

international application be processed 
according to the Patent Cooperation Treaty. 



For receiving Office use only 



International Application No. 



International Filing Date 



Name of receiving Office and "PCT International Application^ 



Applicant's or agent's file reference 
(if desired) (12 characters mcodmum) 



FP-331/PCT 



Box No. I TITLE OF INVENTION gQ^^jj^ PREPARATIONS FOR ORAL ADMINISTRATION 

OF GENE -RELATED DRUGS 


Box No. II APPLICANT 


Name and address: (Famifyname followed by given name; for a legal eniity^ 

The address must include postal cock and name of country. The country of the address indicated m this 
Box is the applicant's State (le, cotmtry) of residence if no State of residence is indicated below.) 


1 [ This person is also inventor- 


HISAMITSU PHARMACEUTICAL CO., INC. 


Telephone No. 

03-5434-1 706 


408, Tashirodaikanmachi, Tosu-shi, 
Saga 841-0017 JAPAN 


Facsimile No. 

03-5434-1708 






Teleprinter No. 


State (Le. country) of nationality: 


State (i,e. country) of residence: 

JP 


This person is applicant l 1 all designated frp\ all designated States except | | the United States | | the States indicated in 

for the purposes of: 1 1 States \?\\ the United States of Amenca | | of America only | | the Supplemental Box 


Box No. m FURTHER APPLICANT(S) AND/OR (FURTHER) INVENTOR(S) 


Name and address: (Famifyname followed by gb^n name; for a kgd entity, fuR 

The address must include posted code and name of country. The cotmtry of the address indicated in this 

Box is the applicant *s State fte. cotmtry) of residence if no State of residence is indicated below.) 

TANIDA, Norifumi 

c/o HISAMITSU PHARMACEUTICAL CO., INC., 
25-11, Kannondai 1-chome, Tsukuba-shi, 
Ibaraki 305-0856 JAPAN 


This person is: 

I 1 applicant only 

applicant and inventor 

1 1 inventor only (If this check-box 
' * 15 mcffked, do not JUi in below,) 


State (Le, country) of nationality: 

JP 


State (i.e, country) of residence: 

JP 


This person is applicant ( 1 all designated ( | all designated States except fsTI the United States | 1 the States indicated in 

for the purposes of: 1 1 States 1 1 the United States of Amenca LljJ of America only 1 I the Supplemental Box 


Further applicants and/or (further) inventors arc indicated on a continuation sheet. 


Box No. IV AGENT OR COMMON REPRESENTATIVE; OR ADDRESS FOR CORRESPONDENCE 


The person identified below is hereby/has been appointed to act on behalf | | common representative 
of the app I icant(s) before the competent International Authonties as: * 1 — 1 


Name and address: family name followed by given name; for a legal entity, full official designation, 
the address must include postal code and name of country.) 

KUZUWA, Kiyoshi (10284), patent attorney 
KAWAKAMI/ Norio (9884), patent attorney 

Patent Attorneys, KUZUWA & PARTNER, 


Telephone No, 

03-3265-9649 


Facsimile No. 

03-3265-9641 


Sogo Kojimachi Dai-ichi Bldg., 2, Kojimachi 
3-chonie, Chiyoda-ku, Tokyo 102-0083 JAPAN 


Teleprinter No. 



□ 



indicate a special address to which correspondence should be sent. 



Form PCT/RO/lOl (first sheet) (January 1997) 



See Notes to the request form 
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Sheet No. 



Continuation of Box No. IH FURTHER APPLICANTS AND/OR (FXTRTHER) INVENTORS 


If none ofthefoUowing sub-boxes is used, this sheet is not to be included in the request 


Name and zddrcss: (Famify name foiiowedfy given ncmte:^^ 

ive^ress mus(hK:lude postal code and name o/cowUjry. pie country of the address indited m thts 
Box is the applicant *s State fLe. country) of residence if no State of residence is indicated below.) 

GOTO, Takeshi 

c/o HISAMITSU PHARMACEUTICAL CO., INC., 
25-11, Kannondai 1-chome, Tsukuba-shi, 
Ibaraki 305-0856 JAPAN 


This person is: 

[ 1 applicant only 

\yQ applicant and inventor 

I 1 inventor only (If this check-box 
is marked, do not fill in below.) 


State (i,e, country) of nationality: 

JP 


State (i.e. country) of residence: 

JP 


This person is applicant | 1 all designated | 1 all designated States except fTTi the 

for the purposes of: 1 1 States I I the United States of Amenca of > 


United States | | the States indicated in 
^crica only | | the Supplemental Box 


Name and address: (Family name followed by given name: for a legal entity, fidl officio! designation. 
The address must include postal code and name of country. The country of the address indited m this 
Box is the applicant's State (Le, country) of residence if no State of residence is indicated below.) 

AOKI , Jun 

c/o HISAMITSU PHARMACEUTICAL CO., INC., 
25-11, Kannondai 1-chome, Tsukuba-shi, 
Ibaraki 305-0856 JAPAN 


This person is: 

1 1 applicant only 

applicant and inventor 

1 1 inventor only (If this check-box 
' ' is marked, do not fill in below.) 


State (le. country) of nationality: 

JP 


State (i.e. country) of residence: 

JP 


This person is applicant i 1 all designated | j all designated States except PTT) the United States | | the States indicated in 

for Uie puip^^ 1 1 SlateT 1 1 the United States of Amenca 12SJ of Amenca only | | the Supplemental Box 


Name and address: (Famify name followed by given name; for a legal eraity.full officmldesignation. 
The address must include postal code and name of country. The country of the address indicated m this 
Box is the applicant 's State (Le. cotmtry) of residence if no State of residence is indicated below.) 


This person is: 

1 [ applicant only 

1 1 applicant and inventor 

1 1 inventor only (If this check-box . 
' ' is marked, do not fill in below.) 


State (i,e. country) of nationality: 


State (Le. country) of residence: 


This person is applicant l 1 all designated I 1 all designated States except | 1 the United States i | the Stales indicated in 

for te^rposw of ^ 1 1 States I I the United States of Amenca | | of Amenca only | | the Supplemental Box 


Name and address: (Famify name followed by given name; for a legal entity, full official designation. 
The address must include postal code and name of country. The country of the address indicated m this 
Box is the applicant 's State ft^e. country) of residence if no State of residence is indicated below.) 


This person is: 

1 1 applicant only 

I I applicant and inventor 

1 1 inventor only (If this check-box 
is marked, do not fill in below.) 


State (i,e. country) of nationality: 


State (i.e. country) of residence: 


This person is applicant | 1 a" designated i 1 all designated States except 1 1 the United States | 1 the States indi^^^^^^ 

for the purposes of: 1 1 States | | the United Sutcs of Amenca | | of Amenca only | | the Supplemental Box 

1 \ Further applicants and/or (further) inventors are indicated on another continuation sheet. 



Fom PCT/RO/IOI (continuation sheet) (January 1997) See Notes to the request form 
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Sheet No. 



The following designations arc hereby made under Rule 4.9(a) (mark the applicable check-boxes; at least one must be marked): 
Regional Patent 

r~| AP ARIFO Patent: KE Kenya, LS Lesotho, MW Malawi. SD Sudan, SZ Swaziland, UG Uganda, and any other State which 

is a Contracting State of the Harare Protocol and of the PCX 
V~\ EA Eurasian Patent: AM Armenia, AZ Azerbaijan, BY Belarus, KG Kyrgyzstan, KZ Kazakstan. MD Republic of 
Moldova, RU Russian Federation, TJ Tajikistan, TM Turkmenistan, and any other State which is a Contracting State 
of the Eurasian Patent Convention and of the PCT 
^ EP European Patent: AT Austria, BE Belgium, CH and LI Switzerland and Liechtenstein, DE Germany, DK Denmark, 
ES Spain, FI Finland, FR France, GB United Kingdom, GR Greece, IE Ireland, IT Italy, LU Luxembourg, M C Monaco, 
NL Netherlands, PT Portugal, SE Sweden, and any other State which is a Contracting State of the European Patent 
Convention and of the PCT 

□ OA OAPI Patent: BF Burkina Paso. BJ Benin, CF Central African Republic, CG Congo, CI C6te d'lvoire, CM Cameroon, 
GA Gabon, GN Guinea, ML Mali, MR Mauritania, NE Niger, SN Senegal, TD Chad, TG Togo, and any other State 
which is a member State of OAPI and a Contracting State of the PCT 0f other kind of protection or treatment desired specif 
on dotted tine) 

National Patent pf other kind of protection or treatment desired, specify on dotted line): 



Box No.V 



DESIGNATION OF STATES 



□ 
□ 
□ 

□ 
□ 
□ 
□ 
□ 
□ 

□ 

0 

□ 
□ 
□ 
□ 
□ 
□ 
□ 
□ 
□ 
□ 
□ 
□ 
□ 
□ 
□ 
□ 

□ 
□ 
□ 
□ 
□ 
□ 



AL Albania 

AM Armenia 

AT Austria 

AU Australia 

AZ Azerbaijan 
BA Bosnia and Herzegovina 
BB Barbados 

BG Bulgaria 

BR Brazil * . . . 

BY Belarus 
CA Canada 

CH and LI Switzeriand and Liechtenstein 

CN China 

CU Cuba 

CZ Czech Republic 

DE Germany 

DK Denmark 

EE Estonia 

ES Spain 

FI Finland 

GB United Kingdom 

GE Georgia 

HU Hungary 

IL Israel 

IS Iceland 

JP Japan 

KE Kenya 

KG Kyigyzstan 

KP Democratic Pcoplc*s Republic of Korea 



KR 
KZ 
LC 
LK 
LR 
LS 
LT 



Republic of Korea 

Kazakstan 

Saint Lucia 
Sri Lanka 
Liberia 

Lesotho 

Lithuania 



□ 
□ 
□ 
□ 
□ 

□ 
□ 
□ 
□ 
□ 
□ 
□ 
□ 
□ 
□ 
□ 
□ 
□ 
□ 
□ 
□ 
□ 
□ 
□ 
□ 

□ 
□ 



LU Luxembourg . . . , 

LV Latvia 

MD Republic of Moldova 

MG Madagascar 

MK The former Yugoslav Republic of Macedonia 

MN Mongolia 

MW Malawi 

MX Mexico 

NO Norway 

NZ New Zealand 

PL Poland 

PT Portugal 

RO Romania 

RU Russiari Federation 

SD Sudan 
SE Sweden 
SG Singapore 

SI Slovenia • • • • - 

SK Slovakia ; 

TJ Tajikistan , 

TM Turkmenistan 

TR Turkey 

TT Trinidad and Tobago 

UA Ukraine 

UG Uganda 

US United States of America 



UZ 
VN 



Uzbekistan 
Viet Nam . 



Check-boxes reserved for designating States (for the purposes of 
a national patent) which have become party to the PCT after 
issuance of this sheet: 

□ 

□ 

□ 

□ 



In addition to the designations made above, the applicant also makes under Rule 4.9(b) all designations which w uld be permitted 

under the PCT except the designation(s) f 

The applicant declares that those additional designations are subject t conftrmation and that any designation which is not confirmed 
before the expiration of 1 5 months from the priority date is t be regarded as withdrawn by the applicant at the expiration of that time 
limit. (Confirmation of a designation consitU of the filing of a notice speci^ng that designation and the payment of the designation and cor^trmation 
fees. Conftrmation must reach the receiving Office within the iS-month time limit') 
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Sheet No. 



Box No. VI PRIORITY CLAIM 



Further priority claims arc indicated in the Supptemental Box | | 



The priority of the following earlier application(s) is hereby claimed 



Country 
(in which, or for which, the 
application was filed) 



Filing Date 
(day/month/year) 



Application No. 



Office of filing 
(only /or regional or 
international application) 



itcm(l) 



Japan 



19. 05. 98 



Patent Appln. 
Hei. 10-153912 



item (2) 



item (3) 



Mark the following check-box if the certified copy of the earlier application is to be issued by the Office which for (he purposes of the present international 
application is the receiving Office (a fee may be required): 

The receiving Office is hereby requested to prepare and transmit to the International 
Bureau a certified copy of the earlier application(s) identified above as item(s) : 
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;T/JP99/02546 
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From the INTERNATIONAL Bl 



PCT 



NOTIFICATION OF RECEIPT OF 
RECORD COPY 

(PCT Rule 24.2(a)) 



To: 



KUZUWA, KlyoshI 

Kuzuwa & Partner 

Patent Attorneys 

Sogo Kojimachi Dai-ichi Building 

2, Kojimachi 3-chome, Chinyoda-ku 

Tokyo 102-0083 

JAPON 



Date of mailing (day/mo nth/year) 

10 June 1999 (10.06.99) 


IMPORTANT NOTIFICATION 


Applicant's or agent's file reference 

FP-331/PCT 


International application No. 
PCT/JP99/02546 



The applicant is hereby notified that the International Bureau has received the record copy of the international application as 
detailed below. 

Name(s) of the applicant{s) and State(s} for which they are applicants: 

HISAMITSU PHARMACEUTICAL CO., INC. (for all designated States except US) 

TANIDA, Norifumi et al (for US) 

International filing date : 17 May 1999 (17.05.99) 

Priority date(s) claimed 19 May 1998 (19.05.98) 

Date of receipt of the record copy 
by the International Bureau 

List of designated Offices 



31 May 1999 (31.05.99) 



EP :AT,BE,CH,CY,DE,DK,ES,FI,FR,GB,GRJEJT,LU,MC,NUPT,SE 
National :AU,CA,CN,KR,US 



ATTENTION 

The applicant should carefully check the data appearing in this Notification. In case of any discrepancy between these data 
and the indications in the international application, the applicant should immediately inform the International Bureau. 

In addition, the applicant's attention is drawn to the information contained in the Annex, relating to: 



X 



time limits for entry into the national phase 
confirmation of precautionary designations 
requirements regarding priority documents 



A copy of this Notification is being sent to the receiving Office and to the InternationalSearching Authority. 





Th International Bureau of WlPO 
34^ chemin des Col mbettes 
1211 Geneva 20, Switzerland 

Facsimile No. (41-22)740.14.35 


Authorized officer: ^ 

Susumu Kubo /i^^^/ 

Telephone No. (41-22)338.83.38 



Form PCT/IB/301 (July 1998) 



002714104 
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ANNEX 



ORM PCT/IB/301 



tmational application No. 
PCT/JP99/02546 



INFORMATION ON TIME LIMITS FOR ENTERING THE NATIONAL PHASE 



The applicant is reminded that the "national phase" must be entered before each of the designated Offices indicated in the 
Notification of Receipt of Record Copy (Form PCT/IB/301) by paying national fees and furnishing translations, as prescribed by 
the applicable national laws. 

The time limit for performing these procedural acts is 20 MONTHS from the priority date or. for those designated States 
which the applicant elects in a demand for international preliminary examination or in a later election, 30 MONTHS from the 
priority date, provided that the election is made before the expiration of 19 months from the priority date. Some designated (or 
elected) Offices have fixed time limits which expire even later than 20 or 30 months from the priority date. In other Offices an 
extension of time or grace period, in some cases upon payment of an additional fee, is available. 

In addition to these procedural acts, the applicant may also have to comply with other special requirements applicable in 
certain Offices, tt is the applicant's responsibility to ensure that the necessary steps to enter the national phase are taken in a 
timely fashion. Most designated Offices do not issue reminders to applicants in connection with the entry into the national 
phase. 

For detailed information about the procedural acts to be performed to enter the national phase before each designated 
Office, the applicable time limits and possible extensions of time or grace periods, and any other requirements, see the relevant 
Chapters of Volume II of the POT Applicant's Guide. Information about the requirements for filing a demand for intemational 
preliminary examination is set out in Chapter IX of Volume I of the PCT Applicant's Guide. 

GRand ES became bound by PCT Chapter I! on 7 September 1996 and 6 September 1997, respectively, and may, therefore, 
be elected in a demand or a later election filed on or after 7 September 1996 and 6 September 1997, respectively, regardless of 
the filing date of the international application. (See second paragraph above.) 

Note that only an applicant who is a national or resident of a PCT Contracting State which is bound by Chapter II has 
the right to file a demand for international preliminary examination. 



This notification lists only specific designations made under Rule 4.9(a) in the request. It is important to check that these 
designations are correct. Errors in designations can be corrected where precautionary designations have been made under 
Rule 4.9(b). The applicant is hereby reminded that any precautionary designations may be confirmed according to Rule 4.9(c) 
before the expiration of 15 months from the priority date. If it is not confirmed, it will automatically be regarded as withdrawn 
by the applicant. There will be no reminder and no invitation. Confirmation of a designation consists of the filing of a notice 
specifying the designated State concerned (with an indication of the kind of protection or treatment desired) and the payment 
of the designation and confirmation fees. Confirmation must reach the receiving Office within the 15-month time limit. 



For applicants who have not yet complied with the requirements regarding priority documents, the following is recalled. 

Where the priority of an earlier national, regional or international application is claimed, the applicant must submit a copy 
of the said earlier application, certified by the authority with which it was filed ("the priority document") to the receiving Office 
(which will transmit it to the International Bureau) or directly to the International Bureau, before the expiration of 16 months from 
the priority date, provided that any such priority document may still be submitted to the International Bureau before that date of 
international publication of the international application, in which case that document will be considered to have been received 
by the International Bureau on the last day of the 16-month time limit (Rule 17.1(a)). 

Where the priority document is issued by the receiving Office, the applicant may, instead of submitting the priority 
document, request the receiving Office to prepare and transmit the priority document to the International Bureau. Such request 
must be made before the expiration of the 16-month time limit and may be subjected by the receiving Office to the payment 
of a fee (Rule 17.1(b)). 

If the priority document concerned is not submitted to the International Bureau or if the request to the receiving Office 
to prepare and transmit the priority document has not been made (and the corresponding fee, if any, paid) within the applicable 
time limit indicated under the preceding paragraphs, any designated State may disregard the priority claim, provided that no 
designated Office may disregard the priority claim concerned before giving the applicant an opportunity to furnish the priority 
document within a time limit which is reasonable under the circumstances. 

Where several priorities are claimed, the priority date to be considered for the purposes of computing the 16-month time 
limit is the filing date of the earliest application whose priority is claimed. 



CONFIRMATION OF PRECAUTIONARY DESIGNATIONS 



REQUIREMENTS REGARDING PRIORITY DOCUMENTS 



Form PCT/IB/301 (Annex) (July 1998) 



002714104 




WIS PAGE BUNK (usPin, 



I^ENT COOPERATION TRE/^ 



From the INTERNATIONAL BUREAV^^n^,;^ 



PCT 

NOTIFICATION CONCERNING 
SUBMISSION OR TRANSMITTAL 
OF PRIORITY DOCUMENT 

(PCT Administrative Instructions, Section 411) 



Date of mailing (day/month/year) 
08 July 1999(08.07.99) 



To: 



Applicant's or agent's file reference 
FP-331/PCT 



International application No. 
PCT/JP99/02546 



KUZUWA, Kiyoshi 

Kuzuwa & Partner 

Patent Attorneys 

Sogo Kojimachi Dai-ichi Building 

2, Kojimachi 3-chome, Chinyoda-ku 

Tokyo 102-0083 

JAPON 



IMPORTANT NOTIFICATION 



International filing date (day/month/year) 
17 May 1999(17.05.99) 



International publication date (day/month/year) 

Not yet published 



Priority date (day/month/year) 
19 May 1998(19.05.98) 



Applicant 

HISAMITSU PHARMACEUTICAL CO.. INC. et al 



The applicant is Hereby notified of the date o| -eipt^^^^^^ 

International Bureau of the priority «l°^";"«"*<f»;^l«*"l^^ right-hand column, the priority 

Iturnt^'rce^fw^^^^^^^^^^ 

2. This updates and replaces any previously issued notification concerning submission ortransmittal of priority documents. 

3. An asterisk.) appearing nextto a date of recei^ in t^;^';^^^^^-^^^^^^^^^^^^ 
or transmitted to the International Bureau but not m '=°'^P'''"'=^J^"".^;';J J, ' disregard the priority claim 

within a time limit which is reasonable under the circumstances. 
The letten. "NR" appearing in the right-hand c^umn --o^^ '^P^-'^^f,^^^^ 

Bureau or which the applicant did not request the receiving 0«?^^° P"^;* !^ J'^^^^^ Rule 17.1(c) which 

as provided by Rule 17.1(a) or (b). respert vely. J. Srm^n^,"J^ an opportunity, 

srent^trthi^^^^^^^^^^^ 

circumstances. 



Priority date Priority fippiication No. 

19 May 1998 (19.05.98) 10/153912 



Country or regional Office 
nr PCT receiving Office 

JP 



na tft pf receipt 
rtl priori^ document 

02 July 1999 (02.07.99) 



Th Ifit mational Bureau of WlPO 
34, chemin des Colombettcs 
1211 Geneva 20« Switzeriand 



Facsimile No. (41-22) 740.14.35 
Form PCT/IB/304 (July 1998) 



Authorized fficer 

Juan Cruz 

Telephone No. (41-22) 338.83.38 



ENT COOPERATION TRE 



From the INTERNATIONAL BUR( 



PCT 

NOTIFICATION OF THE RECORDING 
OF A CHANGE 

(PCT Rule 92bls.1 and 
Administrative Instructions, Section 422) 



Date of mailing (day/month/year) 
05 IVIay 2000 (05.05.00) 



Applicant's or agent* s file reference 
FP-331/PCT 



PCT/JP99/02546 



To: 



KUZUV/K Kiyoshi 

Kuzuwa & Partner 

Patent Attorneys 

Sogo Kojimachi DaMchi Building 

2, Kojinnachi 3-chome, Chiyoda-ku 

Tokyo 102-0083 

JAPON 



IMPORTANT NOTIFICATION 



International application No. 
PCT/JP99/02546 



International filing date (dav/month/year) 

17 May 1999(17.05.99) 



1- The following indications appeared on record concerning: 

the applicant []x] the inventor the agent the common representative 


Name and Address 

TANIDA, Norifumi 
GOTO, Takeshi 
AOKI,Jun 

Hisamitsu Pharnnaceutical Co., Inc. 

25-11, Kannondai 1-chonne 

Tsukuba-shi 

Ibaraki 305-0856 

Japan 


State of Nationality 
JP 


State of Residence 
JP 


Telephone No. 


Facsimile No. 


Teleprinter No. 


2. The International Bureau hereby notifies the applicant that the following change has been recorded concerning: 
I 1 the person | | the name | X| the address | | the nationality | | the residence 


Name and Address 

TANIDA, Norifumi 
GOTO, Takeshi 
AOKI, Jun 

Hisamitsu Pharmaceutical Co., Inc. 

Tsukuba Research Laboratories 

25-11, Kannondai 1-chome 

Tsukuba-shi 

Ibaraki 305-0856 

Japan 


State of Nationality 
JP 


State of Residence 
JP 


Telephone No. 


Facsimile No. 


Teleprinter No. 


3, Further observations, if necessary: 


4. A copy of this notification has been sent to: 
I X| the receiving Office | | the designated Offices concerned 
1 1 the International Searching Authority | X| the elected Offices concerned 
1 X| the International Preliminary Examining Authority | | other: 





Authorized officer . 


The Intemati nal Bureau of WlPO 




34, chemin des Colombettes 


Sean Taylor Q A A-^ 


1211 Geneva 20, Switzerland 


Facsimile No.: (41-22) 740.14.35 


Telephone No.: {41-22) 338.83.38 


F rm PCT/IB/306 (March 1994) 


003265390 
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ENT COOPERATION TREi 



From the INTERNATIONAL^ 



"^eJ- Ocn /r^^^'C^P 99/59639 
DEC. 6.1939 



PCT 

NOTICE INFORMING THE APPLICANT OF THE 
COMMUNICATION OF THE INTERNATIONAL 
APPLICATION TO THE DESIGNATED OFFICES 

(PCT Rule 47.1(c), first sentence) 


To: 

KUZUWA, Kiyoshi 
Kuzuwa & Partner 
Patent Attorneys 

OLiyU IWjIIIIOUIII Urol'lUlll DUIIUiliy 

2, Kojimachi 3-chome, Chiyoda-ku 

Tokyo 102-0083 

JAPON 


Date of mailing (day/month/year) 

25 November 1999 (25.1 1.99) 




Applicant's or agent's file reference 
FP-331/PCT 


IMPORTANT NOTICE 


International application No. International filing date (day/month/year) Priority date (day/month/year) 

PCT/JP99/02546 17 May 1999 (17.05.99) 19 May 1998 (19.05.98) 


Applicant 

HISAMITSU PHARMACEUTICAL CO., INC. at al 



1. Notice is hereby given that the International Bureau has communicated, as provided in Article 20, the international application 
to the following designated Offices on the date indicated above as the date of mailing of this Notice: 

AU,CN,EP,KR,US 



In accordance with Rule 47.1(c), third sentence, those Offices will accept the present Noticd as conclusive evidence that 
the communication of the international application has duly taken place on the date of mailing indicated above and no copy 
of the international application is required to be furnished by the applicant to the designated Office(s). 

2. The following designated Offices have waived the requirement for such a communication at this time: 
CA 



The communication will be made to those Offices only upon their request. Furtherniore, those Offices do not require the 
applicant to furnish a copy of the international application (Rule 49.1 (a-bis)). 

3. Enclosed with this Notice is a copy of the international application as published by the International Bureau on 
25 November 1999 (25.1 1.99) under No. WO 99/59639 



REMINDER REGARDING CHAPHTER il (Article 31(2)(a) and Rule 54.2) 

If the applicant wishes to postpone entry into the national phase until 30 months (or later in some Offices) from the priority 
date, a demand for international preliminary examination must be filed with the competent International Preliminary 
Examining Authority before the expiration of 19 months from the priority date. 

It is the applicant's sole responsibility to monitor the 19-month time limit. 

Note that only an applicant who is a national or resident of a PCT Contracting State which is bound by Chapter II has the 
right to file a demand for international preliminary examination. 



REMINDER REGARDING ENTRY INTO THE NATIONAL PHASE (Article 22 or 39(1)) 

If the applicant wishes to proceed with the international application in the national phase, he must, within 20 months 
or 30 months, or later in some Offices, perform the acts referred to therein before each designated or elected Office. 

For further important information on the time limits and acts to be performed for entering the national phase, see the 
Annex to Form PCT/IB/301 (Notification of Receipt of Record Copy) and Volume II of the PCT Applicant's Guide. 





Authorized officer 


The tnt rnational Bureau of \N\PO 




34, ch min d s Col mbettes 


J. Zahra 


1211 Geneva 20, Switz riand 




Facsimile No. (41-22) 740.14.35 


Telephone No. (41-22) 338.83.38 



Form PCT/IB/308 (July 1 996) 2960635 
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Rj^ENT COOPERATION TRE/5^ 

From the INTERNATIONAL BUREAU 



PGT/JP99/02646 



PCT 



INFORMATION CONCERNING ELECTED 
OFFICES NOTIFIED OF THEIR ELECTION 



(PCT Rule 61.3) 



Date of mailing (day/month/year) 

20 January 2000 (20.01.00) 



1 \ 

To: 




KUZUWA, Kiyoshi 




Kuzuwa & Partner 




Patent Attnrnpv^ 




Sogo Kojimachi Dai-ichi Building 




2, Kojinnachi 3-chonne, Chiyoda-ku 




Tokyo 102-0083 




JAPON 





Applicant's or agent's file reference 
FP-331/PCT 


IMPORTANT INFORMATION 


International application No. 
PCT/JP99/02546 


International filing date (day/month/year) 
17 May 1999 (17.05.99) 


Priority date (day/month/year) 
19 May 1998 (19.05.98) 


Applicant 

HISAMITSU PHARMACEUTICAL CO., INC. et al 



1 . The applicant is hereby informed that the International Bureau has, according to Article 31 (7), notified each of the following 
Offices of its election: 

EP :AT,BE,CH,CY,DE,DK,ES,Fi,FR,GB,GRJE,IT,LU,MaNUPT,SE 

National :AU,CA,CN,KR,US 

2. The following Offices have waived the requirement for the notification of their election; the notification will be sent to them 
by the International Bureau only upon their request: 

None 

3. The applicant is reminded that he must enter the "national phase" before the expiration of 30 nnonths from the priority date 
before each of the Offices listed above. This must be done by paying the national fee{s) and furnishing , if prescribed, a 
translation of the international application (Article 39(1 ){a)), as well as, where applicable, by furnishing a translation of any 
annexes of the international preliminary examination report (Article 36(3)(b) and Rule 74.1). 

Some offices have fixed time limits expiring later than the above-mentioned time limit. For detailed information about the 
applicable time limits and the acts to be performed upon entry into the national phase before a particular Office, see Volume I 
of the PCT Applicant's Guide. 

The entry into the European regional phase is postponed until 31 months from the priority date for alt States designated for 
the purposes of obtaining a European patent. 



The International Bureau of WlPO 
34, chemin des Colombettes 
121 1 Geneva 20, Switzerland 



Facsimile No. (41-22) 740.14.35 



Authorized officer: 

R. Forax 

Telephone No. (41-22) 338.83.38 




Form PCT/IB/332 (September 1997) 



3063601 



PCX 



m m ^ ^ m 




(51) mm^f^'Am6 

A61K 48/00, 47/30, 45/00, 35/76, 31/70, 
9/20 



Al 



(11) m^y^m^-^ 



(43) lll^<2^Ba0 



W099/59639 



1999^1 li^ 25 0(25.1 1.99) 



(21) Il@gaiS#-i- PCT/JP99/02546 (81) AU, CA, CN, KR, US, ©T'lHItW (AT, BE, CH, 

CY, DE, DK, ES, Fl, FR, GB, GR, IE, IT, LU, MC, NL, FT, SE) 

(22) m^MMB 1999^5.^17 0(17.05.99) 

(30) m^mf-^ mmmMm^m 

1#1S^10/153912 1998^5>^ 19 P (19.05.98) JP 

(71) mmx (i^^a^^^<i--<Tcoti:^[Il;lov^-c) 

(HISAMITSU PHARMACEUTICAL CO., INC.)[JP/JP] 
T841-0017 i^m^.%^'^mi'^±'Bm40mm Saga,(JP) 

(72) ; *3J:05 

(75) mM^xmmx (*!l^cot/^r^o^) 

^ffl '^^(TANIDA, Norifumi)[JP/JP] 

^(GOTO, Takeshi)[JP/JP] 
W-:^ P(AOKI, Jun)[JP/JP] 

T305-0856 ^i^cmo< (^m«^i&lTg25#ll-^ 

^ytmm^^^^± m^iisi^^m^^ ibaraki,(jp) 
(74) i-^mA 

Mfnm^, ^(KUZUWA, Kiyoshi et al.) 

=f 102-0083 M^m=f-ixmKmmTB2mm 
^Kmrn^- tvw mmmm^mmwr Tokyo, (jp) 



(54)Title: SOLID PREPARATIONS FOR ORAL ADMINISTRATION OF DRUGS RELATING TO GENES 



(57) Abstract 

Solid preparations for oral administration of drugs relating to genes consisting of a core containing a drug relating to genes with a 
coating not disintegrated in the small intestine, which can be easily tabletted, remain stable during the preparation process and can be 
efficiently absorbed in the digestive tract. 
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citations and explanations supporting su<£ statement 


VI 
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Certain documents dted 


VII 
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Certain defects in the international application 


VIII 
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Certain observations on the international application 



3. The applicant is hereby Invited to reply to this opinion. 

When? Seethe time limit indicated above. The applicant may.before the expiration of that time limit, request this Authority 
to grant an extension, see Rule 66.2(d). 

How? By submitting a written reply, accompanied, where appropriate, by amendments, according to Rule 663. 
For the form and the language of the amendments, see Rules 66.8 and 66.9. 

Also For an additional opportunity to submit amendments, see Rule 66.4. 

For the examiner's obligation to consider amendments and/or arguments, see Rule 66 .46/^. 
For an informal communication with the examiner, see Rule 66.6. 

If no reply Is filed, the international preliminary examination report will be established on the basis of this opinion. 



4. The final date by which the international preliminary 

examination report must be established according to Rule 69.2 is: 
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1. This opinion has been drawn on the basis of (Substitute sheets which have been furnished to the receiving Office in response to an 
invitation under Article 14 are referred to in this opinion as ^originally filed**, y, 

I j the international application as originally Gled. 

the description, pages 1-14 , as originally filed, 

pages , filed with the demand, 

pages , filed with the letter of 



the claims. 



Nos. 

Nos. 

Nos. 1 - Ifi 
Nos. 



, as ori^nally filed, 

, as amended under Article 19, 

, filed with the demand, 

, filed with the letter of 



I I the drawings, sheets/fig 
sheets/fig 
sheets/fig 



y as originally filed, 
, filed with the demand, 
, filed with the letter of , 



2. The amendments have resulted in the cancellation of: 

j I the description, pages 

I I the claims, Nos. 



I I the drawings, sheets/fig 



3. I I This opinion has been established as if (some of) the amendments had not been made, since they have been considered 
' — ' to go beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)). 

4. Additional observations, if necessary: 
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V. Reas ned statement under Ruk 66^(a)(lO with regard to novelty, inventive step or Industrial applicability; 
citations and explanati ns supporting such statement 



1. Statement 

Novelty (N) Qaims 

Oaims 



Inventive step (IS) Claims 

Oaims 



Industrial applicability (lA) Claims 

Claims 



2. Citations and explanations 

- On the claims 1-16 
In claim 1 and the right upper column in page 3 of Reference 
1 and the abstract, claims, page 4 line 2 0-page 5 line 8, and 
page 33 line 6-15 of Reference 2 are described preparations 
for oral administration to the large intestine such as colon 
by coating preparations containing genes such as a virus vector, 
a liposome, a naked DNA or a naked RNA, though there is no 
description on a specific coating form and making a binder, an 
excipient, a disintegrator and a sugar contained as additives 
of a solid preparation for oral administration, therefore, in 
these points the preparations are different from those described 
in the claims 1-18. 

However, in a solid preparation for oral administration, the 
use of a double-coated structure by coating with an inner layer 
consisting of a cationic polymer and an outer layer consisting 
of an anionic polymer is known from claims, page 1 line 4-line 
7, page 3 line 10-page 4 line 5 and the examples in Reference 
3. Therefore, it can not be recognized that those skilled in 
the art require a particular inventiveness for using the 
double-coated structure described in Reference 3 in stead of 
the coating form of the solid preparations for oral 
administration described in References 1 and 2 • 
Further, it is the item described in Reference 3 that a binder, 
an excipient, a disintegrator and a sugar are contained as 
additives of a solid preparation for oral administration, and 
this is an item of such degree that those skilled in the art 
can usually carry out. 

Thus, the invention described in the claims 1-16 does not have 
an inventive step. 

- On the claims 17 and 18 

Since those having various carriers as drugs relating to genes 
and those by various forms of genes are known as those also in 
claims of References 4-13, it can not be said that making a drug 
relating to genes by use of these is a particularly difficult 
item for those skilled in the art. 

Thus, the invention described in the claims 1-16 does not have 
an inventive step based on References 1-13. 
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532 Rec'd PCT/PTO 2 0 NOV 2000 

IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 

In re International Application of TANIDA, Norifumi et al. 
International Serial No.: PCT/ JP99/02546 

International Filing date: May 11, 1999 

For: Solid preparations for oral administration of gene- 
related drugs 

VERIFICATION OF TRANSLATION 

Honorable Commissioner of Patents and Trademarks 
Washington D.C. 20231 

Sirs : 

KUZUWA, Kiyoshi residing at AOI-Bldg., Honshio-cho 19, 
Shinjuku-ku, Tokyo, Japan, declares: 

(1) that he knows well both the Japanese and 
English languages ; 

(2) that he translated PCT Written Opinion 
(PCT/IPEA/408 ) in respect of the above-identified 
International Application from Japanese to English; 

(3) that the attached English translation is a true 
and correct translation of PCT Written Opinion 
(PCT/IPEA/408) in respect of the above-identified 
International Application to the best of his knowledge 
and belief; and 

(4) that all statements made of his own knowledge 
are true and that all statements made on information and 
belief are believed to be true, and further that these 
statements are made with the knowledge that willful false 
statements and the like are punishable by fine or 
imprisonment, or both, under 18 USC 1001, and that such 
false statements may jeopardize the validity of the 
application or any patent issuing thereon. 

Date KUZUWA, Kiyoshi 
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CLAIM 

1. A solid preparation having a coating around the core 
containing a gene-related drug for oral administration with 
relesablity in lower digestive tracts wherein said coating does 

5 not disintegrated in small intestines. 

2. The solid preparation for oral administration according 
to claim 1 , having a double-coated structure wherein the outside 
of the core comprising the gene-related drug is coated with an 
inner layer comprising a cat ionic copolymer and with an outer 

10 layer comprising an anionic copolymer. 

3. The solid preparation for oral administration according 
to claim 1 or 2 comprising a binder, a disintegrator and an 
excipient as additives in the core containing the gene-related 
drug . 

15 4. The solid preparation for oral administration according 

to any of claims 1-3 wherein the mixed ratio of the gene-related 
drug and a binder is 1:0.2-1:5 or the mixed ratio of the 
gene-related drug, a binder and an excipient is 1:0,2:0.01-1:5:1. 

5. The solid preparation for oral administration according 
20 to any of claims 1-3 wherein the mixed ratio of a saccharide 

contained in the core containing the gene-related drug is in 
the range of 20-60 wt.%. 

6. The solid preparation for oral administration according 
to any of claims 1-3 wherein the disintegrator contained in the 

25 core containing the gene-related drug is in the range of 2-15 
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wt . % . 

7. The solid preparation for oral administration according 
to any of claims 1-3 and 6, characterized in that the 
disintegrator is mixed for the production in the ratio of 

5 1:0.05-1:10 against mixed amount of the gene-related drug. 

8. The solid preparation for oral administration according 
to any of claims 1-4 wherein the excipient contained in the core 
containing the gene-related drug is in the range of 0.1-15 wt . % . 

9. The solid preparation for oral administration according 
10 to any of claims 1-4 wherein the gene-related drug contained 

in the core containing the gene-related drug is in the range 
of 0.1-50 wt.%. 

10. The solid preparation for oral administration according 
to any of claims 1-4 wherein the binder contained in the core 

15 containing the gene-related drug is in the range of 5-40 wt.%. 

11. The solid preparation for oral administration according 
to any of claims 1-3, 6 and 7 wherein the disintegrators are 
crospovidone, alpha starch, sodium carboxymethyl starch, 
carmellose, calcium carmellose, sodium carmellose, agar powder, 

20 sodium croscarmellose, crystalline cellulose, low substituted 

hydroxypropyl cellulose, starch, dextrin, hydroxyethylmethyl 
cellulose, hydroxypropyl starch, hydroxypropyl cellulose, 
hydroxypropylmethyl cellulose, polyvinylpyrrolidone, macrogol 
and mannitol. 

25 12. The solid preparation for oral administration according 
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to any of claims 1-3 and 5 wherein the saccharides are 
monosaccharides and disacchaarides such as lactose, fructose, 
sucrose, glucose, xylitol, maltose, mannnitol and sorbitol, or 
polysaccharides and derivatives thereof such as cellulose, 
5 crystalline cellulose, hydroxypropyl cellulose, 

hydroxypropylmethyl cellulose, ethyl cellulose, starch, 
dextrin, dextran, pectin and pullulan. 

13 • The solid preparation for oral administration according 
to any of claims 1-3 and 8 wherein the excipients are light 

10 anhydrous silicic acid, ethyl cellulose, carmellose, agar, 

magnesium aluminosilicate, calcium silicate, magnesium 
silicate, cyclodextrin, starch, synthetic aluminum silicate, 
synthetic hydrotalcite, titanium oxide, zinc oxide, magnesium 
oxide, alumina magnesium hydroxide, magnesium stearate, calcium 

15 stearate, aluminum silicate, talc, crystalline cellulose and 

lactose. 

14 • The solid preparation for oral administration according 
to any of claims 1-3 and 9 wherein the gene-related drugs comprise 
DNA, RNA and modified compounds thereof, and compounds thereof 

20 conjugated or bound to a carrier. 

15. The solid preparation for oral administration according 
to any of claims 1-3 , 10 and 12 wherein the binders are crystalline 
cellulose, gum arable, sodium alginate, ethyl cellulose, agar, 
carboxyvinyl polymer, carmellose, gelatin, low substituted 

25 hydroxypropyl cellulose, starch, dextrin, hydroxypropyl 
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cellulose, hydroxypropylmethyl cellulose, pectin, 
polyvinylpyrrolidone, macrogol and methyl cellulose. 

16. The solid preparation for oral administration according 
to claim 14 wherein the carriers comprise a cationic polymer, 

5 cationic lipid, virus vector and phage. 

17. The solid preparation for oral administration according 
to any of claims 1-3 wherein the gene-related drugs comprise 
a nucleic acid, oligonucleotide, antisence, triple helix forming 
olignucleotide (TFO) , ribozyme, decoy, plasmid, cosmid, PI phage, 

10 YAC, (yeast artificial chromosome), chromosome, aptamer and 

phage. 
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IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 

In re International Application of TANIDA, Norifumi et al. 
International Serial No.: PCT/ JP99/02546 

International Filing date: May 17, 1999 

For: Solid preparations for oral administration of gene- 
related drugs 

VERIFICATION OF TRANSLATION 

Honorable Commissioner of Patents and Trademarks 
Washington D.C. 20231 

Sirs: 

KUZUWA, Kiyoshi residing at AOI-Bldg., Honshio-cho 19, 
Shin juku-ku, Tokyo, Japan, declares: 

(1) that he knows well both the Japanese and 
English languages ; 

(2) that he the above-identified International 
Application from Japanese to English; 

(3) that the attached English translation is a true 
and correct translation of AMENDMENT in respect of the 
above- identified International Application to the best of 
his knowledge and belief; and 

(4) that all statements made of his own knowledge 
are true and that all statements made on information and 
belief are believed to be true, and further that these 
statements are made with the knowledge that willful false 
statements and the like are punishable by fine or 
imprisonment, or both, under 18 USC 1001, and that such 
false statements may jeopardize the validity of the 
application or any patent issuing thereon. 

Datfe KUZUWA, Kiyoshi 
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AMENDMENT 

(Amendment under the provisions of Section 11 of the Patent 

Law) 

dated December 8, 1999 

To : Commissioner of the Patent Office 

1. Identification of the International Application: 
PCT/JP99/0254 6 (FP-331/PCT) 

2. Applicant: 

Name: HISAMITSU PHARMACEUTICAL CO., INC* 

Address: 408, Tashirodaikanmachi, Tosu-shi, Saga 841- 
0017 JAPAN 

Country of nationality: Japan 

Country of residence: Japan 

3 • Agent : 

Name: KUZUWA, Kiyoshi, 10284, patent attorney 

Address: Patent Attorneys, KUZUWA & PARTNER, Sogo 

Kojimachi Dai-ichi Bldg., 2, Kojimachi 3-chome, 
Chiyoda-ku, Tokyo 102-0083 JAPAN 

4. Item to be Amended: Claims 

5. Subject Matter of Amendment: 
Amend claims 1-17. 

Add claim 18. 

6. List of Attached Documents: 
Pages 15, 16 and 17 of Claims. 
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IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 
In re International Application of TANIDA, Norifumi et al. 



For: Solid preparations for oral administration of gene- 
related drugs 



Honorable Commissioner of Patents and Trademarks 
Washington D.C. 20231 

Sirs: 

KUZUWA, Kiyoshi residing at AOI-Bldg., Honshio-cho 19, 
Shinjuku-ku, Tokyo, Japan, declares: 

(1) that he knows well both the Japanese and 
English languages ; 

(2) that he translated PCT International 
Preliminary Examination Report (PCT/IPEA/409 ) in respect 
of the above-identified International Application from 
Japanese to English; 

(3) that the attached English translation is a true 
and correct translation of PCT International Preliminary 
Examination Report ( PCT/IPEA/4Q9 ) in respect of the 
above- identified International Application to the best of 
his knowledge and belief; and 

(4) that all statements made of his own knowledge 
are true and that all statements made on information and 
belief are believed to be true, and further that these 
statements are made with the knowledge that willful false 
statements and the like are punishable by fine or 
imprisonment, or both, under 18 USC 1001, and that such 
false statements may jeopardize the validity of the 
application or any patent issuing thereon. 
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INTERNATIONAL PRELIMINARY EXAMINATION REPORT 



ii1IP!(ationa1 application No. 
PCT/JP99/02546 



I. Basis of the report 



I 1 , With regard to the elements of the international application:* 



□ 



the international application as originally filed 
the description: 

pages 1 - 1 4 

pages 
pages 



, as originally filed 
, filed with the demand 



. filed with the letter of 



the claims: 

pages 

pages 

pages 

pages 



1 - 18 



, as originally filed 

, as amended (together with any statement under Article 19 

, filed with the demand 



filed with the letter of 



□ 



the drawings: 

pages 

pages 

pages 



, as originally filed 
, filed with the demand 



filed with the letter of 



I I the sequence listing part of the description: 
pages 

pages ■ 

pages 



, as originally filed 

filed with the demand 



, filed with the letter of 



2 With regard to the language, all the elements marked above were available or furnished to this Authority in the language in which 
* the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language wnicn is. 

I I the language of a translation furnished for the purposes of international search (under Rule 23.1(b)). 

I I the language of publication of the international application (under Rule 48.3(b)). 

Q the language of the translation furnished for the purposes of international preliminary examination (under Rule 55.2 and/ 
or 55.3). 

With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international 
preliminary examination was carried out on the basis of the sequence listing: 

I I contained in the international application in written form. 

I I filed together with the international application in computer readable form. 

furnished subsequently to this Authority in vmtten form. 

furnished subsequently to this Authority in computer readable form. 

The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

The statement that the information recorded in computer readable form is identical to the written sequence listing has 
been furnished. 
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□ 
□ 

□ 
□ 



The amendments have resulted in the cancellation of: 

I I the description, pages . 

I I the claims, Nos. 

I I the drawings, shects/fig 



□' This report has been established as if (some oQ Ihe amendments had not been made, since they have been considered to go 
beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)).** 

* Replacement shMs Mi have been furnished to the receiving Office in response to an invitation under Article 14 f^'^^ff''^^^^ 
in this report as "originally filed" and are not annexed to this report stnce they do not contain amendments (Rule 70.16 
. and 70.17). 

\^*Any replacement sheet containing such amendments must be re/erred to under item I and annexed to this report. 
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I V, Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement ^ 



I . Sialemcni 

Novelty (N) 

Inventive step (IS) 

Industrial applicability (lA) 



Claims 
Claims 

Claims 
Claims 

Claims 
Claims 



1 - 18 



1 - 18 



1 - 18 



YES 
NO 

YES 
NO 

YES 
NO 



2. Citations and explanations 

- On the claims 1-16 

In claim 1 and the right upper column in page 3 of Reference 
1 and the abstract, claims, page 4 line 20-page 5 line 8, and 
page 33 line 6-15 of Reference 2 are described preparations 
for oral administration to the large intestine such as colon 
by coating preparations containing genes such as a virus vector , 
a liposome, a naked DNA or a naked RNA, though there is no 
description on a specific coating form and making a binder, an 
excipient, a disintegrator and a sugar contained as additives 
of a solid preparation for oral administration, therefore, in 
these points the preparations are different from those described 
in the claims 1-18. 

However, in a solid preparation for oral administration, the 
use of a double-coated structure by coating with an inner layer 
consisting of a cationic polymer and an outer layer consisting 
of an anionic polymer is known from claims, page 1 line 4-line 
7, page 3 line 10-page 4 line 5 and the examples in Reference 
3. Therefore, it can not be recognized that those skilled in 
the art require a particular inventiveness for using the 
double-coated structure described in Reference 3 in stead of 
the coating form of the solid preparations for oral 
administration described in References 1 and 2. 
Further, it is the item described in Reference 3 that a binder, 
an excipient, a disintegrator and a sugar are contained as 
additives of a solid preparation for oral administration, and 
this is an item of such degree that those skilled in the art 
can usually carry out. 

Thus, the invention described in the claims 1-16 does not have 
an inventive step. 
- On the claims 17 and 18 

Since those having various carriers as drugs relating to genes 
and those by various forms of genes are known as those also in 
claims of References 4-13, it can not be said that making a drug 
relating to genes by use of these is a particularly difficult 
item for those skilled in the art. 

Thus, the invention described in the claims 1-16 does not have 
an inventive step based on References 1-13. 
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